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- NOTICE

L

DELAY IN IMPLEMENTATION OF NCI PROGRAM PROJECT GUIDELINES

In order to provide adequate time for applicants to use the revised National Cancer
Institute (NCI) Program Project Guidelines (announced in the August 19, 1983, NIH Guide
to Grants and Contracts) in the development of their grant applications, implementation
of these guidelines will begin with applications received for the February 1984 receipt
deadline, rather than the October 1983 deadline as previously announced.

A copy of the guidelines will be forwarded to all program project grantees and will be
available upon request from:

Referral Officer

Grants Review Branch

Division of Extramural Activities
National Cancer Institute

2115 East Jefferson Street

Room 401

Rockville, Maryland 20205
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NOTICE

GUIDELINES FOR DEMONSTRATION AND EDUCATION RESEARCH GRANTS

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE

The National Heart, Lung, and Blood Institute (NHLBI) announces the availability of
Guidelines for Demonstration and Education Research Grants.

The intent of the NHLBI in issuing these guidelines is to provide advice to members of
the scientific community interested in applying for demonstration and education research
grants in the cardiovascular, pulmonary, and blood areas. These guidelines (1) define the
concept of demonstration and education research, (2) describe the relationship of
demonstration and education research to other phases of the spectrum of biomedical
research, (3) describe the general characteristics of a demonstration and education
research project, (4) list research topics of interest in the heart, lung, and blood
programs, (5) suggest special considerations about approaches in grant applications, (6)
describe the peer review process and the criteria by which applications are reviewed, and
(7) provide a glossary of terms.

Copies of the guidelines may be obtained from:

Director

Division of Heart and Vascular Disease
National Heart, Lung, and Blood Institute
Federal Building - Room 416

7550 Wisconsin Avenue

Bethesda, Maryland 20205

Telephone: (301) 496-2553

Director

Division of Lung Diseases

National Heart, Lung, and Blood Institute
Westwood Building - Room 6A16

5333 Westbard Avenue

Bethesda, Maryland 20205

Telephone: (301) 496-7208

Director

Division of Blood Diseases and Resources
National Heart, Lung, and Blood Institute
Federal Building - Room 518A

7550 Wisconsin Avenue

Bethesda, Maryland 20205

Telephone: (301) 496-4868
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Director

Division of Extramural Affairs

National Heart, Lung, and Blood Institute
Westwood Building - Room 7A17

5333 Westbard Avenue

Bethesda, Maryland 20205

Telephone (301) 496-7416



ANNOUNCEMENT

HYPERTENSIVE RAT RESOURCE - DAHL MODEL

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE

National Heart, Lung, and Blood Institute (NHLBI) seeks animal breeders capable of
establishing a self-supporting resource for hypertensive rats.

The hypertensive rat is the Dahl model consisting of two rat strains: The S strain which
develops hypertension on a high salt diet and the R strain which remains normotensive on
a high salt diet. It should be noted that the S strain develops hypertension from early
adulthood on. However, a life-long low salt diet prevents the development of
hypertension in the S strain. The R strain remains normotensive at any age at any level
of dietary salt. This model was developed in the mid-sixties and is the only genetic
model of salt-induced hypertension.

The Dahl model has been used for research studies of virtually all the major blood
pressure regulating mechanisms (renal, cardiac, neural, vascular, etc.). The unique value
of trtli model is detailed in thf(: 5)roceedings of a symposium on the Dahl rat held in
1981'"7 and in a recent review

At the present time the model can be purchased in limited quantities from the
Brookhaven National Laboratory in Upton, New York. This resource, supported by NHLBI
funding, supplies about 600 rats per month. However, investigator interest has exceeded
the current production rate. For several years, the NHLBI has provided funds, through an
interagency agreement, to support this animal resource. The Institute now plans to
discontinue direct support for this colony. Therefore, the Institute seeks a self-
supporting resource for this model, a resource that can supply a larger number of rats to
a larger number of investigators.

Initially, qualified breeders will be provided with a limited number of Dahl rats to set up
and operate a pilot colony. Subsequently, a single breeder will be chosen to breed and
market the Dahl rat through a formal selection procedure. A panel composed of experts
in rodent colony management and users of the Dahl model will make the selection. The
following guidelines describe the Dahl model further and contain the Review Criteria for
selection.

GUIDELINES FOR ESTABLISHING A HYPERTENSIVE RAT RESOURCE - DAHL MODEL

Background Information

The NHLBI wishes to re-establish the Dahl rat colony, presently at the Brookhaven
National Laboratory, in a self-supporting facility that can supply a greater number

1. Salt and hypertension - Proceedings of the Lewis K. Dahl Symposium, Ed. Iwai, J.,
Igaku - Shoin Medical Publishers Inc.; New York, NY, 1982

2. Rapp, J.P., Dahl salt-susceptible and salt-resistant rats, a Review, Hypertension
4:753-763, 1982
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of investigators than the Brookhaven resource. Brookhaven provides about 600 rats
per month at $16 a rat with support from a NHLBI interagency agreement. Since
most of the users are NHLBI grantees, the Institute in effect, totally supports the
colony through the agreement and through the colony's major source of revenue,
research grant funds.

The Brookhaven Dahl model (S and R rats) has been well used in hypertension
research even though it is not yet genetically homogeneous. Brookhaven has
consistently imposed high standards of quality control which have resulted in a
unique model of salt-induced hypertension and a considerable amount of reliable
research information. Furthermore, Brookhaven does not provide breeding pairs;
this too has contributed greatly to quality control.

The hypertension research community has accepted and used the Dahl model for
over a decade; it is secondary only to the spontaneously hypertensive rat (SHR)
among genetic models of hypertension. The Institute projects that many more
investigators would avail themselves of the model if it were accessible in greater
numbers. The Institute's projection of investigator demand is further based on the
following considerations:
- Many of the hypertension mechanisms are influenced by a high salt diet.
- The interplay of genetics and environment (diet, stress, drug response,
etc.) in hypertension can best be studied in a rigorously controlled
model.
- Salt-induced hypertension is a high priority research area.
In sum, there is a measurable demand for the Dahl model that constitutes a
potential market.  Through skillful colony management more animals can
conceivably be made available at reasonable cost to the mutual benefit of the
hypertension research community and the breeder.

Breeders who wish to establish a Dahl rat resource will be assessed by the following
criteria:

1. Breeding and housing facilities.

2. Capability to supply at least 1000 rats per month.

3. Safeguards to protect the health of the animals.

4. Tagging procedures to minimize error in the identification of animals.
5. Diet and blood pressure quality control.

6. Efficiency in filling orders.

7. Bid price of rats (price breeder is willing to pay to Brookhaven National
Laboratory for breeding stock).



8. Projected price of rats (prlce breeder will charge to researchers; at the
present time Brookhaven's price to Dahl users is $16.00 per rat),

9. Projected date to begin supplying rats to users.

Breeders should organize their proposals accordingly. Proposals are due by
December 1, 1983.

On the basis of proposal assessment by outside consultants, breeders will be
selected to establish and operate a pilot colony for a period of six months (Phase
). A pilot colony will consist of 5 breeding pairs of S ratsand 5 breeding pairs of R
rats. The Brookhaven colony will provide the Phase T breeding pairs at no charge to
the selected breeders. In effect, this will be a trial colony to test the feasibility of
operation. No sales will be conducted during this period, but pricing of the rats
should be attempted based on actual overhead costs. At the end of Phase I
breeders will report the results of their experience. Blood pressure readings should
be a part of this report.

The final selection will involve review of Phase I reports by outside consultants. A
single breeder will be selected on the basis of overall performance with the pilot
colony. If the degree of performance in Phase I appears to be below the level of
the Brookhaven colony, the Institute is not obligated to re-establish the colony.

If the degree of performance exceeds the Brookhaven colony level, the chosen
breeder will initiate a full-scale colony with breeders purchased from Brookhaven
at the accepted bid price. This colony development period (Phase II) will involve
phasing-in sales for the new colony and phasing-out sales for the Brookhaven
colony, commensurate with supply and demand. The pace of transition will be
determined by the new breeder, the Brookhaven colony and the NHLBI. The
Institute and the Brookhaven colony will cooperate to expedite this transition as
much as possible and maintain an uninterrupted flow of Dahl rats to the
hypertension research community during Phase II. The Institute reserves the right
to discontinue Phase II if the new breeder, in any way, jeopardizes the flow of Dahl
rats to investigators. Once Phase II is completed (marked by the termination of
sales by the Brookhaven colony) the Institute's participation ends, and the breeder
can proceed as a free enterprise to market the Dahl rat.

A memorandum of understanding will be required that the new breeder will give the
NHLBI at least one year's notice if they decide to discontinue marketing the Dahl
rat.

Timetable

December 2, 1983 Proposals due

February, 1984 Breeders selected for Phase I
April, 1984 Phase I initiated

November, 1984 Phase I reports due
December, 1984 Breeder selected for Phase Il

January, 1985 Phase II initiated

R
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Proposals should be sent to:

Armando Sandoval

Hypertension and Kidney Diseases Branch
Division of Heart and Vascular Diseases
National Heart, Lung, and Blood Institute
Federal Building - Room 4C04%

7550 Wisconsin Avenue

Bethesda, Maryland 20205

Telephone: (301) 496-1857
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NOTICE OF AVAILABILITY: RFA

REQUEST FOR COOPERATIVE AGREEMENT APPLICATIONS: RFA NIADDK - 83-1

COOPERATIVE CLINICAL STUDY OF DIETARY MODIFICATION ON THE COURSE

OF PROGRESSIVE RENAL DISEASE

NATIONAL INSTITUTE OF ARTHRITIS, DIABETES, AND DIGESTIVE AND KIDNEY
DISEASES

IO

I

Application Receipt Date: December 15, 1983

INTRODUCTION

The National Institute of Arthritis, Diabetes, and Digestive and Kidney Diseases
(NIADDK) invites applications from investigators willing to participate with the
NIADDK in a Cooperative Agreement Program for a multicenter cooperative
clinical study seeking to define the influence of controlled nutritional intervention
on progression of chronic renal disease/renal insufficiency.

The Cooperative Agreement is similar in many respects to the traditional NIH
research grant, but differs from a research grant principally in the extent and
nature of the involvement of NIADDK staff. The staff of the NIADDK will be
involved as an active partner in all aspects of the scientific and technical
management of this study above and beyond the levels required for administration
of traditional research grants.

BACKGROUND

Studies over the past several decades have indicated that major adaptations in
residual nephrons occur following loss of renal parenchyma. Observations in animal
models indicate that mechanisms which normally emerge to compensate for
glomerular injury may themselves become maladaptive and propagate additional
nephron loss. Some data from animal studies indicate that these maladaptation
processes can be attenuated by dietary restriction of protein and/or concomitant
phosphates.

In related clinical observations, dietary restriction has been suggested to exert a
favorable effect on the rate of progression of several chronic renal diseases. This
conclusion must be regarded as tentative and unproven because of the lack of
rigorous controls in most of the reported studies and the absence of statistical
analyses of the influence of covariates other than nutritional intervention on
outcome. Moreover, the impact of dietary restriction on overall health,
nutritional status and life quality has not been adequately addressed in these
reports.

This program is described in the Catalog of Federal Domestic Assistance, number 13.849,
Kidney Diseases Urology and Hematology Research. Cooperative agreements will be
awarded under the authority of the Public Health Service Act, Title III, Section 301
(Public Law 78-410, as amended; 42 USC 241) and administered under PHS grant policies
and Federal Regulations 42 CFR Part 52 and 45 CFR 74. This program is not subject to
Health Systems Agency Review.
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These preliminary clinical and laboratory observations form the basis for the
following hypotheses to be tested in the proposed studies:

1. Restriction of dietary protein reduces the rate of progression of chronic
renal disease in humans.

2. Dietary protein restriction is nutritionally safe (if effective) in patients
with progressive renal failure.

This RFA is based on the premise that current methodology exists by which these
limited hypotheses can be tested in human subjects.

STUDY OUTLINE
This clinical study is envisioned to consist of 4 sequential phases as follows:

I. Development of Protocols and Operations Manual (6-9
months)
II. Limited Pilot Studies (12~18 months)
IlI.  Full-scale Cooperative Study (3-5 years)
IV.  Data Analysis and Reporting (1 year)

o Phase I will be concerned with the cooperative development of a single study
protocol and Manual of Operations for Phase II by the Steering and Planning
Committee, composed of the principal investigators of the participating
Clinical Centers, the *Data Coordinating Center and members of the Kidney
and Urology Branch of NIADDK.

The dimensions and directions of this study will be determined by the
Steering and Planning Committee and, thus, are viewed as critical to the
success of this initiative. In addition, an external Monitoring Committee
comprised of experts selected by representatives of the Clinical Centers and
Data Coordinating Center, will be appointed to review all activities of the
trial, will assess progress of the study and advise the Steering and Planning
Committee on how the next phase should be undertaken.

In general, the protocol is anticipated to include adults with chronic
progressive renal diseases with glomerular filtration rates of less than or
equal to 50% of normal at study entry. Patients with chronic
glomerulonephritis should comprise the major study group, but additional
groups will be considered for separate randomization including patients with
chronic interstitial nephritis, hypertensive nephrosclerosis, polycystic kidney
disease and hereditary nephritis. Patients with active nephrotic syndrome or
malnutrition, as well as patients with diabetic nephropathy, do not appear to
be suitable for inclusion in the study.

Development of the test protocol for dietary intervention may require the
input of experts from the nutritional sciences, particularly for the assessment
of the safety and adequacy of the prescribed dietary program, as well as
approaches to documentation of compliance. It is anticipated that the low

* The Coordinating Center is being sought under a separate competition.
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protein/low phosphate test diet would be derived from ordinary food
processing with supplementation of essential nutrients to fulfill nutritional
requirements.

It may be necessary to assess several study findings to determine efficacy and
safety. However, it is anticipated that the measure of outcome would be the
rate of change of renal function. It is likely that multiple variables will
affect the rate of progression of chronic renal diseases. Covariates other
than nutritional intervention may have a powerful effect on outcome,
especially in patients with advanced renal failure and those with rapid
deterioration of renal function. Thus, selection of patients with relatively
early renal insufficiency, progressing at a moderate rate, would appear to be
most desirable for this study. This may minimize the influence of reversible
components of renal dysfunction in patients with complications of advanced
uremia and reduce the size of the laboratory error in measurement of renal
function tests commonly observed in late-stage renal failure.

Phase II will be a limited pilot study, with an initial control/observation

period followed by randomization of a limited number of patients to an

experimental or control diet. This phase should indicate the availability of
qualifying patients; assess the appropriateness of randomization; test
procedures and forms including informed consent, and other previously
detailed plans to identify and document problems. If the results of Phase II
demonstrate feasibility and the likelihood that a successful full-scale study
can be conducted which will allow for meaningful conclusions, Phase III will
be initiated.

It is not expected that sufficiently detailed plans, operations manuals, etc.,
can be developed initially to allow a firm NIADDK commitment for the final
design of Phase III, since it is anticipated that results of the pilot phase (II)
will influence the nature of Phase III.

Entrance criteria, number of patients, randomization process, dietary
prescription, monitoring guidelines, and selection of measures of outcome will
be critically reviewed before the initiation of the Phase III study.

A group of expert advisors, selected by the NIADDK, hereafter referred to as
the Executive Advisory Group, who are independent of the trial, selected and
supported by the NIADDK, will review the results of each phase of the study
with special attention to patient safety, will review all actions which affect
the design features of the study at the completion of each phase of the study
and will make specific recommendations to the NIADDK regarding whether
the proposed next phase should be undertaken.

Phase III will consist of the full-scale cooperative study with recruitment of
adult patients with chronic progressive renal diseases who meet the entrance
criteria. Following a precisely monitored initial control/observation period,
during which the patients will remain on their own usual diets, status of renal
function and its rate of change over time will be established and each patient
will be characterized according to clinical, laboratory, dietary and
nutritional/metabolic findings.

The well characterized patients will then be randomly assigned to either a
control or a protein/phosphate restricted dietary regimen, who will follow the

A
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detailed study protocol. It is anticipated that patients selected for the study
will be trained intensively so that they will have a clear understanding of the
objectives and dynamics of the study and the need for compliance and
adherence to the specific dietary prescription.

Re-evaluation of renal function status and of clinical, biochemical, and
dietary parameters, including compliance with the dietary prescription, will
be assessed periodically and the standard procedures to monitor possible
medical complications will be followed.

Patients will be followed longitudinally until the designated experimental
period has ended or study outcome has been reached. In some cases, this will
include limited follow-up into dialysis, in order to ascertain the overall safety
of the dietary interventions.

Interim data analysis will be performed and reports prepared as indicated.
There will be periodic reviews by the External Monitoring Committee
pertaining to quality of data, safety of dietary prescriptions, evaluation of
treatment effects, performance of participating Clinical Centers and the
Data Coordinating Center.

o Phase IV will be used by the Data Coordinating Center to complete all data
analysis from the clinical trial. After final analyses, preparation of reports
of the study for publication will be undertaken cooperatively by the principal
investigators, the Data Coordinating Center and staff of the NIADDK.

It is anticipated that 10 Clinical Centers will participate in each phase. Each
participating Clinical Center is expected to contribute a minimum of 30
patients who qualify for enrollment in the study.

Although the final experimental protocol will be developed by consensus
among participants during the initial planning phase, applications submitted
should be sufficiently complete to allow review of the research plan for
Phases I and II. Furthermore, each applicant should provide a brief
description of plans for a full scale Phase IIl study which would merit
consideration as a model and include it as part of the application.

A Data Coordinating Center will participate with the Clinical Centers and
Institute Staff during the clinical trial.

The Request for Applications (RFA) described herein is an invitation for
CLINICAL CENTERS who have the scientific expertise, experience, interest,
facilities and patient resources necessary TO PARTICIPATE IN ALL FOUR
PHASES of this multicenter collaborative clinical study. Applications should
be sufficiently complete to allow review of the research plan for the initial
two phases of the study; nevertheless, each applicant is expected to provide
plans for a full scale study and include it as part of the application.

It is recognized that the results of this scientific study may provide important
information which in the long run may impact on costs of treating ESRD.
Applicants should be aware that the National Center for Health Services Research
(NCHSR) and the Health Care Financing Administration (HCFA) will be
simultaneously conducting a study of the cost-effectiveness of dietary intervention
in chronic renal failure. Although cost-effectiveness is not the primary aim of the
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Cooperative Clinical Study of Dietary Modification on the Course of Progressive
Renal Disease, applicants are encouraged to cooperate with NCHSR and HCFA in
this effort. The NIADDK expects that representatives of the NCHSR and HCFA
will participate with the Clinical Centers, the Data Coordinating Center and
NIADDK Staff in the various committees and advisory groups described earlier in
this RFA.

Although not a prerequisite for applying, potential applicants are encouraged to
submit a non-binding letter of intent to apply, post-marked no later than October
15, 1983. The letter of intent does not ensure favorable review nor does it
influence funding decisions but it will enable the NIADDK to plan the review, and
will ensure that each potential applicant receives relevant program information
prior to expending considerable effort in application preparation.

The deadline for receipt of applications by the NIH Division of Research Grants is
December 15, 1983. Applications after this date will not be considered. Logistics and
managerial practicality necessitate that only applicant institutions in the United States
and Canada will be eligible. Additional information and copies of a more detailed RFA,
which outlines the Clinical Center requirements for participation in the proposed study
and the method of applying can be obtained from:

Gladys H. Hirschman, M.D.

Chronic Renal Disease Program Director

National Institute of Arthritis, Diabetes,
and Digestive and Kidney Diseases

National Institutes of Health

Westwood Building - Room 621

Bethesda, Maryland 20205

Telephone: (301) 496-7571

-
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ANNOUNCEMENT

NOTICE OF AVAILABILITY: RFA

CANCER CONTROL SCIENCE PROGRAM: PROGRAM PROJECTS

NIH-NCI-DRCCA-CCAB-83-17

NATIONAL CANCER INSTITUTE

Application Receipt Dates: January 15, 1984

Letters of Intent Receipt Dates: December 1, 1983

The Division of Resources, Centers and Community Activities (DRCCA) of the National
Cancer Institute (NCI) invites Program Project (P0l) grant applications from
interested investigators for the support of Cancer Control Science Programs (CCSP).

The goal of this RFA is to establish Cancer Control Science Programs (CCSP) which will
plan and implement focused research studies aimed at major cancer control problems.
The research shall include innovative interventions with potential for reducing cancer
incidence, morbidity and/or mortality, and for generalizability to larger populations.

The proposed research program should have a clearly identified theme or "program" and
consist of an integrated group of projects from cancer control research phases II through
V. The general areas of DRCCA's cancer contro! research interest are described in
Cancer Control Program Guidelines which have recently been released.

Applicants are strongly encouraged to submit a letter of intent and consult with NCI
program staff before submitting an application because of the need for a clear
understanding of cancer control research issues and the P0Ol guidelines, and to facilitate
planning for the review of applications.

Non-profit and for-profit institutions within the United States are eligible to apply for
project periods of up to five years. It is anticipated that a maximum of five awards will
be made as a result of this RFA. This RFA is the successor to the "Cancer Control
Science Program" announcement previously published in the NIH Guide for Grants and
Contracts (Vol. 11, No. 4, March 26, 1982, page 28) and cancelled (NIH Guide, Vol. 12
No. 4, April 22, 1983, page 3).

This program is described in the Catalog of Federal Domestic Assistance No. 13.399,
Cancer Control. Awards will be made under the authority of the Public Health Service
Act, Title 1V, Section 403 (Public Law 78-410, as amended; 42 USC 284) and administered
under PHS grant policies and Federal regulations 42 CFR Part 52 and 45 CFR Part 74.
This program is not subject to Health Systems Agency review.
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Copies of the complete RFA, the 1983 Cancer Control Program Guidelines, and the 1983
NCI Program Project Guidelines may be obtained from:

Carlos E. Caban, Ph.D.

Program Director

Cancer Control Applications Branch, DRCCA
S National Cancer Institute

o National Institutes of Health

Blair Building - Room 1A01

Bethesda, Maryland 20205

Telephone: 301/427-8735
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ANNOUNCEMENT

NOTICE OF AVAILABILITY: RFA

CANCER CONTROL RESEARCH UNITS NIH-NCI-DRCCA-CCAB-83-18

NATIONAL CANCER INSTITUTE

Application Receipt Dates: January 15, 1984

Letters of Intent Receipt Dates: December 1, 1983

The Division of Resources, Centers and Community Activities (DRCCA) of the National
Cancer Institute (NCI) invites grant applications from interested investigators for the
support of Cancer Control Research Unit (CCRU).

The goal of this RFA is to establish Cancer Control Research Units which will plan and
implement focused research studies aimed at major cancer control problems. The
research will address cancer control interventions with potential for reducing cancer
incidence, morbidity and/or mortality, and for generalizability to larger populations. The
CCRU will be a long term resource for research and training for the Cancer Control
Program of NCI.

The proposed CCRU should have one or more clearly identified "themes" or "programs",
each consisting of an integrated group of projects from cancer control research phases II
and V. The general areas of DRCCA's cancer control research intercst are described in
Cancer Control Program Guidelines which have recently been released.

The required components of a CCRU will include:

o A rationale for the CCRU in terms of the cancer control themes and
problems which will be investigated;

o A CCRU Director with research and administrative experience;

o A multidisciplinary cancer control research team of qualified investigators,
and an underlying research base;

o At least three high quality research projects which are approved with the
CCRU application, of which two must be defined population studies;

o Organizational, administrative and institutional procedures, commitments and
support.

This program is described in the Catalog of Federal Domestic Assistance No. 13.399,
Cancer Control. Awards will be made under the authority of the Public Health Service
Act, Title 1V, Section 403 (Public Law 78-410, as amended; 42 USC 284) and administered
under PHS Grant policies and Federal Regulations 42 CFR Part 52 and 45 CFR Part 74.
This program is not subject to Health Systems Agency review.
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Optional components of a CCRU are:

o Limited developmental or research projects, including applied epidemiology
studies;
o] Shared resource cores which are integral to two or more projects.

The CCRU will be encouraged to establish cancer control research training programs,
including field involvement and applications. At this time, however, there will be no
funds specifically earmarked for training within the CCRU grant, and potential
applicants are encouraged to seek peer-reviewed support through the NCI training grant
mechanisms. After the CCRU grants are awarded and underway, spinoffs such as
training programs may develop.

Applicants are strongly encouraged to submit a letter of intent and consult with NCI
program staff before submitting an application because of the need for a clear
understanding of cancer control research issues and the P50 guidelines, and to facilitate
planning for the review of applications.

Non-profit and for-profit institutions within the United States are eligible to apply for
project periods of up to five years. It is anticipated that a maximum of five awards will
be made as a result of this RFA. This RFA is the successor to the RFA entitled "Cancer
Control Research Units for Defined Population Studies™ which was previously announced
in the NIH Guide for Grants and Contracts (Vol. 11, No. 2, January 29, 1982, page 15-
18).

Copies of the complete RFA, the 1983 Cancer Control Program Guidelines, and the 1983
NCI Program Project Guidelines may be obtained from:

Carlos E. Caban, Ph.D.

Program Director

Cancer Control Applications Branch, DRCCA
National Cancer Institute

National Institutes of Health

Blair Building - Room 1A01

9000 Rockville Pike

Bethesda, Maryland 20205

Telephone: (301) 427-8735
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA

NIH-NCI-DCBD-DB-83-15

APPLICATION OF RECOMBINANT DNA TECHNOLOGY TO DIAGNOSIS OF CANCER

NATIONAL CANCER INSTITUTE
Application Receipt Date: February 15, 1984

The Division of Cancer Biology and Diagnosis (DCBD) of the National Cancer Institute
(NCI) is inviting grant applications from interested investigators to search for new
applications of recent advances in recombinant DNA technology for the diagnosis of
patients with cancer. The development of molecular approaches to the identification of
malignant and premalignant cells may improve the accuracy of cancer diagnosis, result in
detection of the disease, and lead to improved methods for classification of tumors.

This type of solicitation (the RFA) is issued to encourage investigator-initiated research
projects in areas of special importance to the National Cancer Program. Support for
such awards is through the customary NIH grant-in-aid and is governed by the policies
applicable to such grants. All applications in response to the RFA will be reviewed by an
appropriate peer review group of NIH.

The present RFA announcement is for a single competition with a specified deadline of
March 1, 1984, for receipt of applications. Applications should be prepared and submitted
in accordance with the aims and requirements described in the following sections:

I. BACKGROUND INFORMATION
II. RESEARCH GOALS AND SCOPE
[II. MECHANISMS OF SUPPORT
IV. REVIEW PROCEDURES AND CRITERIA
V. METHOD OF APPLYING
VI. INQUIRIES

I. BACKGROUND INFORMATION

The DCBD has a major responsibility in the Diagnosis Branch for research in
improving the diagnosis of cancer. Because of the current state of the art in
molecular genetics and recombinant DNA technology and because relatively little
attention has been placed on clinical diagnosis using this technology, it is timely to

This program is described in the Catalog of Federal Domestic Assistance 13,394, Cancer
Detection and Diagnosis Research. Grants will be awarded under the authority of the
Public Health Service Act, Title III, Section 301 (Public Law 78-410, as amended: 42 USC
241) and administered under PHS grant policies and Federal Regulations 42 CFR Part 52
and 45 CFR Part 74. This program is not subject to Health Systems review.



18

II.

M.

v,

stimulate research in this area for its application in cancer diagnosis. In this RFA,
the Program is expressing interest in grant applications which would result in novel
approaches to diagnosis of cancer exploiting cellular changes at the molecular
level.

RESEARCH GOALS AND SCOPE

The techniques of molecular genetics, especially restriction endonuclease analyses
of DNA, nucleic acid hybridization after electrophoretic separation of nucleic acid
fragments, and in situ hybridization with DNA probes (e.g. oncogenes) are widely
employed in basic cancer biology research. The purpose of this RFA is to
encourage the submission of research applications that use this technology as
sensitive tools for diagnosing cancer and/or determining the predisposition to
cancer. Recent basic scientific studies have shown that non-random chromosome
mutations, translocations, deletions, and amplifications are associated with specific
kinds of malignancies, often accompanied by the increased or altered expression of
oncogenes. The possibility exists that specific genetic changes may be identified in
malignant cells of cancer patients which are not present in cells from suitable
control patients. Ideally, suitable collaborations can be developed between basic
scientists who have experience with the technology and clinicians who have access
to patients. In this way the NCI hopes to stimulate proposals that rigorously test
the value of state-of-the-art molecular genetic techniques and recombinant DNA
technology to cancer detection and diagnosis.

MECHANISMS OF SUPPORT

The support mechanism for this program will be the traditional NIH grant-in-aid.
Applicants will plan and execute their own programs. Approximately $600,000
will be set aside to fund applications which are submitted in response to the RFA.
These applications will not compete for funding within the general pooi of dollars
available for other investigator-initiated research proposals. However, all
applications received will be evaluated by the rigorous standards of Study Section
review. Only applications of sufficiently high scientific merit will be funded. The
expected starting date is December 1, 1984. Although this program is provided for
in the financial plans of the NCI, the award of grants pursuant to this RFA is
contingent upon availability of funds appropriated for Fiscal Year 1985.

REVIEW PROCEDURES AND CRITERIA
A. Review Method

Upon receipt, applications will be reviewed by the Division of Research
Grants (DRG) and the NCI staff for responsiveness to this announcement. If
the application is judged unresponsive, the applicant will be given an option to
withdraw the application or to submit it for consideration in the traditional
grant program of NIH.

Applications judged responsive will be reviewed initially for scientific merit
by an NIH peer review group. The recommendation of the peer review group
will be considered by National Cancer Advisory Board.
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Review Criteria

The factors considered in the scientific merit evaluation of each application
will be the same as those used in traditional NIH research grant application
evaluations including:

1. The assessment of the importance of the proposed research problem.

2. The scientific merit of the proposed approach. Technical merit includes
adequacy and novelty of methodological approach and research design.

3. The expertise and qualifications of Prinicpal Investigator and proposed
staff.

4. Documentation of the adequacy of the facilities and resources.

5. The appropriateness of the requested budget relative to the work
proposed.

V. METHOD OF APPLYING

A.

Application Format

Applications should be submitted on form PHS 398, available from the
business office of most institutions or from the Division of Research Grants
(DRG). The conventional presentation for grant applications should be
utilized and the points identified under the Review Criteria must be
fulfilled. The number and title of this RFA should be typed in Section 2 on
the front page of the application form.

Application Procedure

The present RFA announcement is open to all interested investigators.
Applications must be received no later than February 15, 1984. Applications
received after this date will be returned. The original and six copies of the
application should be sent or delivered to:

Division of Research Grants
National Institutes of Health
Westwood Building - Room 240
5333 Westbard Avenue
Bethesda, Maryland 20205

A brief covering letter should accompany the application indicating that it is in
response to this RFA. A copy of the covering letter should be sent to:

Bill Bunnag, Ph.D.

Chief, Pathology/Cytology Section
Diagnosis Branch

Division of Cancer Biology and Diagnosis
National Cancer Institute

Westwood Building - Room 10A15
Bethesda, Maryland 20205
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VL.

INQUIRIES

Inquiries concerning this announcement should be directed to Dr. Bill Bunnag
at the above address (Phone 301-496-7147).

SRR
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ANNOUNCEMENT

REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA

NIH-NICHD-CPR-DBSB-83-2

THE CAUSES AND CONSEQUENCES OF CHANGES IN FAMILY AND HOUSEHOLD

STRUCTURE

NATIONAL INSTITUTE OF CHILD HEALTH AND HUMAN DEVELOPMENT

L.

I

Application Receipt Date: December 15, 1983

PURPOSE

The Demographic and Behavioral Sciences Branch (DBSB) of the Center for
Population Research (CPR) of the National Institute of Child Health and Human
Development (NICHD) invites grant applications for a single competition for the
support of research on the Causes and Consequences of Changes in Family and
Household Structure. The major purpose of this special grant program is to
stimulate the investigation of the individual and societal level causes and/or
consequences of changes in family and household structure. The researcher may
propose the analyses of existing data, gathering new data or some combination of
the two. The research may focus on causes and/or consequences due to
compositional or structural changes in the family and/or household.

ADMINISTRATIVE BACKGROUND

The Demographic and Behavioral Sciences Branch of CPR, NICHD supports
research on causes and consequences of population change. A prominent
component of the program is directed toward understanding demographic change
measured from the perspective of the family and related household structures. The
Branch is attempting to target research on the causes RFA.

The family and household are commonly used units of population analysis. Until
recently the two concepts were regarded as virtually synonymous. Recent research
has indicated that not only are these concepts no longer synonymous but that each
is undergoing rather rapid transformations that imply rather dramatic
compositional shifts in the population of household and family units. Morever,
there appear to be parallel developments under way in most developed countries.

This program is described in the Catalog of Federal Domestic Assistance No. 13.864,
Populat